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- Th MAILING DATE of this c mmunication appears on the cover she t with the correspondenc address » 
Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 

- Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1 .704(b). 

Status 

1 )E3 Responsive to communication(s) filed on 16 May 2003 . 
2a)l3 This action is FINAL. 2b)D This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quay/e, 1935 CD. 11, 4530.G.213. 
Disposition of Claims 

4) E3 Claim(s) 1-1 1.15.18.1 9 and 21-25 is/are pending in the application. 

4a) Of the above claim(s) 1-10 is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) M Claim(s) 11 15 18 19 21-25 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10) 13 The drawing(s) filed on 16 May 2003 is/are: a)g| accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 

11) D The proposed drawing correction filed on is: a)D approved b)D disapproved by the Examiner. 

If approved, corrected drawings are required in reply to this Office action. 

12) D The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§119 and 120 

1 3) D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 1 9(a)-(d) or (f). 

a)dAII b)D Some*c)D None of: 

1 .□ Certified copies of the priority documents have been received. 

2.D Certified copies of the priority documents have been received in Application No. . 



3.D Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 

14) S Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 1 1 9(e) (to a provisional application). 

a) □ The translation of the foreign language provisional application has been received. 

15) D Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121 . 

Attachment(s) 



1) □ Notice of References Cited (PTO-892) 

2) d Notice of Draftsperson's Patent Drawing Review (PTO-948) 

3) S Information Disclosure Statement(s) (PTO-1449) Paper No(s) 9_W . 



4) CH Interview Summary (PTO-41 3) Paper No(s). 

5) [Zl Notice of Informal Patent Application (PTO-1 52) 

6) D Other: 
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DETAILED ACTION 
Status of Application, Amendments, And/Or Claims 

1. The Amendment filed 16 May 2003 (Paper No. 12) has been entered in full. Claims 11, 
15, 18, 19, and 21-24 have been amended. Claims 12-14, 16, 17, 20, and 26-57 have been 
cancelled. Claims 1-10 remain withdrawn from consideration pursuant to 37 CFR 1.142(b) as 
being drawn to a nonelected material, there being no allowable generic or linking claim. Claims 

11, 15, 18, 19, and 21-25 are under examination. 

2. The Applicant's continued traversal of the Restriction requirement as set forth in Office 
Action Paper No. 5 (27 March 2002) is noted and maintained for the reasons as set forth in the 
previous Office Action Paper No. 8 (15 November 2002). 

3. The Applicant has requested that the double patenting rejections be held in abeyance until 
indication of allowability in the instant application. The Examiner accepts this and herein 
indicates whether or not the rejections under double patenting as set forth at pp. 11-14 ^24-33 in 
the previous Office Action (Paper No. 9, 15 November 2002) have been obviated by amendment 
and if not, has maintained them where appropriate. 

4. The text of those sections of Title 35, U.S. Code not included in this action can be found 
in a prior Office action. 

Withdrawn Objections And/Or Rejections 

5. The objection to the specification as set forth at pp. 3 ^|4-5 of the previous Office Action 
(Paper No. 9, 15 November 2002) is withdrawn in view of Applicant's amendments (Paper No. 

12, 16 May 2003). 
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6. The objection to the drawings as set forth at pp. 3-4 1)6 of the previous Office Action 
(Paper No. 9, 15 November 2002) is withdrawn in view of Applicant's amendments (Paper No. 
12, 16 May 2003). 

7. The objection to the claims as set forth at pp. 4 f7 of the previous Office Action (Paper 
No. 9, 15 November 2002) is withdrawn in view of Applicant's amendments (Paper No. 12, 16 
May 2003). 

8. The rejection of claims 12, 13, 14, 16, 17, and 20 under 35 U.S.C. §1 12 1(1 as set forth at 
pp. 4-9 18-17 of the previous Office Action (Paper No. 9, 1 5 November 2002) is moot in view of 
Applicant's cancellation of said claims (Paper No. 12, 16 May 2003). 

9. The rejection of claims 1 1-25 under 35 U.S.C. §101 (double patenting) as set forth at pp. 
9-10118-19 ofthe previous Office Action (Paper No. 9, 15 November 2002) is withdrawn in 
view of Applicant's amendments (Paper No. 12, 16 May 2003). 

10. The rejection of claims 1 1-25 under 35 U.S.C. §1 12 11 as set forth at pp. 4-9 18-17 ofthe 
previous Office Action (Paper No. 9, 15 November 2002) is withdrawn in part in view of 
Applicant's amendments (Paper No. 12, 16 May 2003). 

Maintained Objections And/Or Rejections 

11. Claims 11, 15, 18, 19, and 21-25 are rejected under 35 U.S.C. 112, first paragraph, 
because the specification, while being enabling for a method of treating Alzheimer 9 s disease in a 
mammalian subject, comprising administering to the subject a dosage of the A p 42 fragment 
AN 17 92 andsynuclein fragment synuclein-NAC effective to produce an immune response 
comprising antibodies against said of Af3 4 2 fragment AN1792 and synuclein fragment synuclein- 
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NAC and an adjuvant that augments the immune response to said Afi 42 (AN 17 92), does not 
reasonably provide enablement for administration of other synucleins or fragments, 
administration of synuclein alone, or the prevention of Alzheimer 's disease. The specification 
does not enable any person skilled in the art to which it pertains, or with which it is most nearly 
connected, to use the invention commensurate in scope with these claims for the reasons as set 
forth in at pp. 4-9 |8-17 of the previous Office Action (Paper No. 9, 15 November 2002). 

12. The Applicant traverses the 35 U.S.C. §1 12 1J1 rejection of claims 11, 15, 18, 19, and 21- 
25 as set forth in at pp. 4-9 1)8-17 of the previous Office Action (Paper No. 10, 27 November 
2002) on the following grounds: (a) the PDAPP mouse model is a good mouse model for 
Alzheimer's disease, (b) the synuclein fragment, synuclein-NAC, is a component (together with 
Ap) in plaques found in Alzheimer's disease, (c) adequate guidance is presented to practice the 
invention, (d) no undue experimentation is required to evaluate all of the cellular and humoral 
effects of Ap42 (AN 1792) fragments to practice in the invention, (e) citing In re Br ana (Fed. Cir. 
1995) the Applicant argues that the USPTO is not responsible for testing therapies, (f) the 
mutations claimed are known in the art, and (g) a nexus between active and passive 
immunization and therapeutic effects is present for Alzheimer's disease. Applicant's arguments 
have been fully considered but are not deemed to be persuasive for the following reasons. 

13. The instant claims are drawn very broadly to a method of treating Alzheimer's disease 
via active immunization with synucleins or synucleins plus A(3. The language of said claims 
encompasses both treatment and prevention Alzheimer's disease. "Prevention" is understood to 
mean the complete and total stoppage of any Alzheimer's disease signs and symptoms. Thus it is 
an "all-or-nothing" effect, not a lowered incidence of disease or an alleviation of symptoms. 
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14. The specification teaches that the administration of particular Ap 4 2 (AN 1792) fragments 
and synuclein-NAC with an immunogenic adjuvant reduces p-amyloid levels within the brains of 
transgenic PD APP mice. These mice exhibit Alzheimer' s disease type over production and build 
up of p-amyloid within the brain {Chapman (21/28 December 2000) "Model Behavior." Nature 
408: 915-916 (roS #266)}. 

15. Since the specification fails to provide any guidance for the successful prevention of 
Alzheimer's disease via active immunization, and since resolution of the various complications 
in regards to treating Alzheimer's disease is highly unpredictable, one of skill in the art would 
have been unable to practice the invention without engaging in undue trial and error 
experimentation. In order to practice the invention using the specification and the state of the art 
as outlined below, the quantity of experimentation required to practice the invention as claimed 
would require the de novo determination of formulations with known amyloid proteins, 
Alzheimer's disease signs and symptoms to correlate with prevention of said Alzheimer's 
disease. In the absence of any guidance from the specification, the amount of experimentation 
would be undue, and one would have been unable to practice the invention over the scope 
claimed. 

16. The specification as filed does not provide any guidance or examples that would enable a 
skilled artisan to use the disclosed method of using Ap42 (AN1792) fragment for active 
immunization in a patient to prevent Alzheimer's disease. Thus, although the specification 
prophetically considers and discloses general methodologies of using the claimed method for 
prevention, such a disclosure would not be considered enabling since the state of Alzheimer's 
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disease is highly unpredictable. The factors listed below have been considered in the analysis of 
enablement: 

(A) The breadth of the claims; 

(B) The nature of the invention; 

(C) The state of the prior art; 

(D) The level of one of ordinary skill; 

(E) The level of predictability in the art; 

(F) The amount of direction provided by the inventor; 

(G) The existence of working examples; and 

(H) The quantity of experimentation needed to make or use the invention 
based on the content of the disclosure. 

17. On "(a)", the Examiner accepts the Applicant's argument that the PDAPP mouse is a 
representative mouse model of Alzheimer's disease {see Chapman (21/28 December 2000) 
"Model Behavior " Nature 408: 915-916 (IDS #266)}. However, the instant claims, as amended, 
are directed to prevention of Alzheimer's disease. While being enabled for using active 
immunization of Ap 4 2 (AN 1792) fragment with synuclein-NAC in an adjuvant to treat 
Alzheimer's disease, the Specification does not provide sufficient support for the prevention of 
Alzheimer's disease. 

18. In response to "(b)", Examiner accepts the Applicant's argument and has broadened the 
scope of enablement to encompass the synuclein-NAC fragment which is found in plaques in 
Alzheimer's disease. 

19. In response to "(c)", the Examiner accepts the Applicant's argument to the extent that 
the Specification provides ample evidence to use active immunization of Ap 42 (AN 1792) 
fragment with synuclein-NAC in an adjuvant to treat but not prevent Alzheimer's disease in 
mammalian subjects. 
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20. Concerning "(d)", the Examiner accepts the Applicant's argument to the extent that the 
Specification provides ample evidence to use active immunization of A0 42 (AN1792) fragment 
with synuclein-NAC in an adjuvant to treat but not prevent Alzheimer's disease in mammalian 
subjects. 

21 . To address "(e)", the Examiner accepts the Applicant's argument that the USPTO is not 
responsible for testing the effectiveness of active immunization of A0 42 (AN 1792) fragment with 
synuclein-NAC in an adjuvant. The Examiner reiterates that the Specification provides ample 
evidence to use active immunization of A0 42 (AN 1792) fragments to treat Alzheimer's disease in 
mammalian subjects. Thus even when faced with possible inflammatory side effects, the claimed 
method may provide relief from Alzheimer's disease. The Examiner accepts the Applicant's 
argument that a clinician ("one skilled in the art") would be able to accommodate for such side 
effects and practice the claimed method of using active immunization of Ap 42 (AN 1792) 
fragment with synuclein-NAC in an adjuvant to treat Alzheimer's disease with an on balance, 
positive therapeutic effect. 

22. In response to "(f)", the Examiner maintains that only the AN 1792 fragment and 
synuclein-NAC fragment for active immunization and not all fragments thereof The skilled 
artisan readily recognizes that protein chemistry is an unpredictable area of biotechnology. 
Proteins with deletion, insertion or substitution/replacement of single amino acid residues may 
lead to both structural and functional changes in biological activity and immunological 
recognition, see in particular Skolnick & Fetrow (2000) "From genes to protein structure and 
function: novel applications of computational approaches in the genomic era." Trends in Biotech. 
18(1): 34-39 (IDS #337). For example, Jobling & Holmes (1991) "Analysis of structure and 
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function of the B Subunit of cholera toxin by the use of site-directed mutagenesis." Molecular 
Microbiology 5(7): 1755-67 (IDS #334) teaches a panel of single amino acid substitutions by 
oligonucleotide directed mutagenesis which produce proteins that differ in native conformation, 
immunological recognition, binding and toxicity. The skilled artisan further recognizes that 
immunological responses may depend upon the structural characteristics (conformation) of the 
particular protein (amino acid sequence) targeted. Thus, both biological function and 
immunological recognition are unpredictable properties which must be experimentally 
determined. Further it is noted, that for particularly small peptides, conjugation appears to be 
required for promoting an effective immune response. Thus the skilled artisan is not presented 
with sufficient guidance in the instant Specification to practice the invention to the full scope of 
use of all as of yet unspecified fragments of Ap. 

23. On issue in "(g)"> the Examiner accepts the Applicant's argument to the extent that the 
Specification provides ample evidence to use active immunization of Ap42 (AN 1792) fragment 
with synuclein-NAC in an adjuvant to treat but not prevent Alzheimer's disease in mammalian 
subjects. 

24. The rejection of claims 11, 15, 18, 19, and 21-25 under 35 U.S.C. §1 12 f 1 is maintained. 

25. The rejection of claims 11, 15, 18, 19, and 21-25 under provisional obvious-type non- 
statutory double patenting as set forth at pp. 10-12 ^20-27 in the previous Office Action (Paper 
No. 9, 15 November 2002) is maintained. 

Summary 

26. No claims are allowed. 
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27. Applicant's amendment necessitated the new ground(s) of rejection presented in this 
Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). 
Applicant is reminded of the extension of time policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 CFR 
1. 136(a) will be calculated from the mailing date of the advisory action. In no event, however, 
will the statutory period for reply expire later than SIX MONTHS from the date of this final 
action. 
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Conclusion 



Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Christopher James Nichols, Ph.D. whose telephone number is 
703-305-3955. The examiner can normally be reached on Monday through Friday, 8:00AM to 
5:00PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Gary Kunz, Ph.D. can be reached on 703-308-4623. The fax phone numbers for the 
organization where this application or proceeding is assigned are 703-872-9306 for regular 
communications and 703-872-9307 for After Final communications. The fax phone numbers for 
the customer service center is 703-872-9305 

Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to the receptionist whose telephone number is 703-308-0196. 




CJN 

July 11,2003 



ELIZABETH KEMMERER 
PRIMARY EXAMINER 



